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Important Dates 



October 23-24 

ACR Basic Research 
Conference in Orlando 

October 23-28 

ACR/ A RHP Annual Scientific 
Meeting In Orlando 

Fuji-Calendar 



2003 Abstracts 

The Program Planner; (including scientific abstracts) 
and itinerary builder, which allows meeting attendees 
to browse the entire program and build a customized 
meeting itinerary online, is now available. Your 
customized itinerary can be printed or downloaded to 
a PDA. 

The Abstract Supplement to the September issue of 
Arthritis & Rheumatism will automatically be sent to 
the following groups at no charge: 

• Members of the ACR and ARHP (with some 
exceptions - emeritus, master, and honorary 
members, who may or may not subscribe to 
A&R) 

• Nonmembers who have a subscription to A&R 

• Nonmembers who will be attending the annual 
meeting and have registered for it by 
September 18. (Please note that additional 
copies of the supplement will not be available 
on site for attendees who have registered fn 
advance). 

The latter group, if they do not subscribe to A&R, will 
receive just the abstract supplement (I.e., not sent 
with the regular September issue of A&R). 

Nonmembers who attend the annual meeting but have 
not registered by September IS will receive the 
abstract book at no charge on site. 

To purchase a hard copy of the abstract supplement 
when it becomes available, contact Wiley & Sons 
directly at (800) 825-7550 In the U.S., (201) 748- 
6645 outside the U.S. 

Search the abstracts from the 2002 annual meeting In 
New Orleans. 
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Authors 

R. Furie 1 , W. Stohl 2 , E. Ginzler 3 , M. Becker 4 , 
N. Mishra* W. Chatham 6 , Joan T. Merrill 7 , A, 
Welnsteln fi , W. J. McCune* J. Zhong 10 , w. 
Frelmuth 10 , and the LymphoStat-B Study 
Group, ^orth Shore Univ Hosp, Manhasset, 
NY; 2 USC, Los Angeles, Ca; 3 SUNY Downstate, 
Brooklyn, NY; 4 u Chicago, Chicago, IL; 5 Wake 
Forest U, Wlnston-Saiem, NC; 6 UAB, 
Birmingham, AL; 7 OMRF, Oklahoma City, OK; 
8 Wash Hosp Ctr, Washington, DC; 9 U 
Michigan, Ann Arbor, Ml; 10 Human Genome 
Sciences, Rockville, MD 

Wendy B. G. Halpern 1 , Patrick Lappin 2 , 
Thomas Zanardi 2 , David M. Hilbert 1 , Paul A. 
Moore 1 , Vivian R. Albert 1 , Kevin P. Baker 1 . 
^Human Genome Sciences Inc., Rockville, MD; 
z Charles River Laboratories, Sparks, NV 



Session 

ACR/ARHP Poster 
Ses sion B 

g.C&Jceatment— Biologic 
Agents 

SunsJay_3;00 a.m. - 4;QQ 
Convention Center - Hall D 

E 



ACR/ARHP Poster 
Session C 

$LE-An|mal Models II: fr. 
CeJIs/Pathogenesis 
Monaay,.!3j,Q.Q„a^rct - £:Q0 
p.m.. 

Convention Center - Hall D 
E 



,' r : ; : 'Add All Matches : to/MY4troeT£rV«<r ■ ;';> if 



Page; 1 



American : College of RJheumatology 
1 800 Century Place, Suite 250 
Atlanta, GA 30345 
Technical s upport Email: support@abstractsonline.com 



Poyyftte d By OASIS, The Online Abstract 

Cs^yN£E___ri ' — i ) Submission and Invitation System 

—* © 1996 - 2003 Coe-Truman 

Technologies, Inc. All rights reserved. 



Coe-Truman Technologies, Inc. 



Received from < 617 452 1666 > at 10130/03 4:28:27 PM [Eastern Standard Time] m 



OCT 30 2003 16:21 FR FINNEGAN HENDERSON 617 452 1666 TO 9 1 70374683 1 98 P . 05 

Oasis, Online Abstract Submission and Invitation System - Program ^i^iner Page I of 1 

Effects of LymphoStat-B, a BLyS Antagonist, when Administered Intravenously to Cynomolgus 
Monkeys. 

Category: 26 SLE— animal models 

Wendy B. G. Halpem 1 , Patrick Lappin 2 , Thomas Zanardi 2 , David M. Hilbert 1 , Paul A. Moore 1 , Vivian R. Albert 1 , Kevin P. 
Baker 1 . 1 Human Genome Sciences Inc., Rockville, MD; 2 Charles River Laboratories, Sparks, NV 
Presentation Number: 1537 
Poster Board Number: 380 

Purpose: This study was conducted to evaluate the tolerability and effects of LymphoStat-B administered over 6 months to 
cynomolgus monkeys. LymphoStat-B is a fully-human JgG, lambda antibody directed against B-iymphocyte stimulator 
Zgt, K^Ly^)> BLyS is a TNF family member that supports B-lymphocyte maturation and survival and has been implicated in the - 
^>^paThogenesis of several autoimmune diseases. LymphoStat-B was developed to antagonize the activity of BLyS in 

Autoimmune disease, where undesirable effects of B-lymphocyte activity may cau$e or contribute to disease. LymphoStat-B 
binds specifically and with high affinity to recombinant BLyS protein from both humans and cynomolgus monkeys and 
neutralizes their bioactiyity in vitro. 

Methods; LyraphoStat-B was administered intravenously every other week to 16 monkeys per group at 5, 15 or 50 
mg/kg/dose. A vehicle control was administered to 12 monkeys. Pharmacodynamic study endpoints included 
unmunophenotyping of peripheral blood and tissues (spleen and lymph node), as well as standard clinical and anatomic 
pathology. Pathology endpoints were evaluated after 3 and 6 months of treatment, and after an 8-month treatment free 
(recovery) period. 

Results: LymphoStat-B was well tolerated when administered intravenously to cynomolgus monkeys at doses up to 50 
mg/kg for as long as 26 weeks, with no treatment-related infections identified. As detected by flow cytometric methods 
monkeys exposed to LymphoStat-B had significant decreases in peripheral blood CD20 + lymphocytes (B^cells) and 
CD20 + /CD21 + lymphocytes (mature B-cells) after 13 weeks of exposure, with concomitant decreases in spleen and lymph 
node B-lyraphocyte representation (both CD20 + and CD20+/CD2 1 + cells). In contrast, neither CD3 + T-lymphocytes nor 
CD37CD14 + monocytes were affected by LymphoStat-B. Microscopically, monkeys treated with LymphoStat-B had mild to 
marked decreases in the number and size of lymphoid follicles in the white pulp of the spleen. In addition, decreased spleen 
weights were evident after 26 weeks of exposure in LymphoStat-B treated monkeys. Overall there was a general correlation 
between peripheral blood B-lymphocytes, tissue B-lymphocyte representation, spleen weights and histologic findings Total 
lymphocyte counts were similar in all groups throughout the study. In this study LymphoStat-B administration did not 
clearly affect globulins, albumin to globulin ratio, or immunoglobulin subclasses. All findings were generally reversible 
within the 8 month recovery period. s™«<"v ibv^&iuic 

Conclusions: These data confirm the specific pharmacologic activity of LymphoStat-B in reducing B-lymphocytes in the 
cynomolgus monkey Furthermore, the nonclinical safety profile of LymphoStat-B in monkeys supports its clinical 
development as a potential therapeutic for the treatment of autoimmune disease 
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& PrinUh&Page far YpwrRecords Cfaa*.m*Aw 
Safety, Pharmacokinetic and Pharmacodynamic Results of a Phase 1 Single and Double Dose- 
Escalation Study of LymphoStat-B (Human Monoclonal Antibody to BLyS) in SLE Patients 

Category; 24 SLE — treatment: developments in the treatment of SLE 

R. Furie 1 , W. Stohl 2 , E. Ginzler 3 , M. Becker 4 , N. Mishra 3 , W. Chatham 6 , Joan T. Merrill 7 , A. Weinstein 8 , W. J. McCune 9 , J. 
Zhong 10 , W. Freimuth 10 , and the LymphoStat-B Study Group. 'North Shore Univ Hosp, Manhasset, NY; 2 USC, Los. 
Angeles, CA: 3 SUNY Downstate, Brooklyn, NY; 4 U Chicago, Chicago, IL; 5 Wake Forest U, Winston-Salem, NC; 6 UAB, 
Birmingham, AL; 7 OMRF, Oklahoma City, OK; 8 Wash Hosp Ctr, Washington, DC; Michigan, Ann Arbor, MI; 10 Human 
Genome Sciences, Rockville, MD 
Presentation Number; 922 
Poster Board Number: 317 

Purpose: LymphoStat-B is a fully human monoclonal antibody (mAb), which inhibits soluble B-Lymphocyte Stimulator 
(BLyS). A randomized double-blind study evaluated the safety, tolerability, immunogenicky and pharmacology (PK) of 4 
different doses (1,4, 10, 20 mg/kg) of LymphoStat-B or placebo administered as a single IV infusion or 2 infusions 21 days 
apart. Subjects had stable mild to moderate SLE disease activity and were on a stable standard of care SLE treatment 
regimen for 2 months prior to enrollment. 

Methods: Patients were followed for 34-105 days for assessment of adverse events (AEs), PK and safety plus measurement 
of peripheral B-cell concentrations, serologies and disease activity (SELENA SLEDAI). Data from placebo subjects (n=13) 
in single or double dose cohorts were pooled and compared to LymphoStat-B subjects (n=57) in each of the 4 single or 
double dose cohorts. * 
Results: Study subjects were predominantly female (91%) with an average age of 41. The mean disease duration was 8 5 
years with a baseline mean SELENA SLEDAI score * 2.2. LymphoStat-B was well tolerated at all doses with no study 
withdrawals. The overall incidence of AEs was similar between LymphoStat-B and placebo groups. There was no increased 
incidence of infections m the treatment group, and none of the infections reported were attributed to study agent Six patients 
experienced serious adverse events with similar frequencies observed in the placebo and treatment groups, None were 
deemed related to study agent. Severe (grade 3 and 4) laboratory abnormalities or AEs occurred infrequently. One patient 
experienced an infusion reaction at the highest single dose. One patient developed neutralizing antibodies to LymphoStat-B. 
Pharmacokinetics of single doses were dose-proportional. Long x [a « 13-17 days, slow clearance = 4,00 ± 1.56 mL/day/kg 
and small Vss = 68.19 ± 20.83 mL/kg are consistent with a fully human mAb. All LymphoStat-B cohorts had significant 
reductions of CD20 + cells (12-47%) at 1 or more visits from day 42-105 compared to placebo. Reductions in anti-dsDNA or 
Ig levels were observed in some LymphoStat-B cohorts compared to placebo. No change in SLE disease activity was 
observed over this short exposure. 

Conclusions: LymphoStat-B was well tolerated in SLE patients. There was a significant reduction of peripheral B-cells by 
LymphoStat-B consistent with its ability to bind and inhibit the biological activity of BLyS. These results support phase II 
trials testing for clinical benefit in patients with SLE and other autoimmune diseases. 
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